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(d) rAm-^j t rBt"Czfi ktDftKftm'-tZVm rDSEBiJ ) ( 
15 *mnA) o ' 

**5, *»WCtt,'Jiia (A) ~ (D) <DMltim\Z.&5^X. ?>/<?m$> 
©flH*SWftrtfc*5»t5 y i<f v K<z>#J«MI£OT U £*T<Z> 1 ) ~4) 1^1"^ 

• i) tah^j a* K-^-^fctt&jRxtfck©®^ (sARi*#©^«{ajcot§ 

2) TAJ^WM /5 s s p *W&SS&-<Ditt (S ARffim<Vfe&UftM<Dt%fe& s p 3 
25 6 El) - o 

3) rAJW^FJ &im^T*&-7* 7 <Z>Wr& (SAR ' 
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10 



15 



20. 



25 



23 
80), 

of'i^ *38Bm*, OTO^l^-tilS^MiB^'CfeS^aTS s c o r 
e (i, j) o 

"i ±j(Db% 

ax[exp{- (<-<)*}-/?] 



Sscore(i 9 j) = £ 




■2 



i = j<Dk% 
ax(l -/?) 



• • •' («S*1) 

?K*<D&M^b<k^&fG±tzmi£9 feofc^^S score ( i , j ) 
a fill. 5 N /3ti0. 8£-t-£©JW*Ul\, 

• 
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£fc, ^M^}cfi^xix7 ,, s- 5 38j:tf;*^:y:/s-6«r«afe[sl M*.l£i o 
0 0 0 0) HkBiSU Sscore (i, j ) ^S^tC^S^TSrfilL, 

5 V> 0 

HUE, ^^yK^fc5©^RSMDX-0. 3^rii/iV^S 

is 3 ) i i*t, * n<Dm&m& tv^vt <Dw^mk%mx.& s 

ooohwtv\ M&^^*c— ruMMi ^*/N^*sJ;5^"rs. 
■ msr^i 3 Em— aeff 5 . 

20 2) x, y, z*fi:#ft*ft^*U;::l3V>-c\ 7V^H±i. oA©WtJ)^f 
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25 

H**? 9 ©^RSMDt 0 . 3 SJLLKlfcS J: 5 

£fc^ y #v >&^k&*ttc&, u^K©rtSlSx^ 

10 3 s — TuftgflJ Sr&hJSU ^©1^5 0 0. 0£Lh<£>£#te> *<D&<Dtm&* 

15 -T5 C^s^S- 1 0) o 
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'26 

E r o t =Kr o t ( <f> — <f> 0) 2 • • • (Sc^2) 

5 E r o t te?^;*?M<d&i&^Wz&\,^X^ffl&T<D2mft<D^*/l'^~-%: 

rrt, Kr o toteas^vva^a-rau *»*oM^ti^o 

. Ep o s =Kp o s . (.r - r'O) 2 ••• (^3) 

10 

e p o s ^^^m.(oiLwm^\^^x^mm^<o^u<o^^—^ 

£5 0 " 

^■i V # ^ K©-'j-#l ©JISC^^OW^IHEIBR^flB^EK rR«£ ( i , j ) j 
£*l*3©£#, </> (i, j) SrtH|L-f*i5fc^lfc-t"S. 

0 (i, j)=KteSS.*'. (R«^ (t, j) -R) 2 



WO05083616A1 inie:/A\dcwas03\firmdata\lp\FolevPat\PatenlDocuments\WO05083616A1.cpcl 



WO 2005/083616 



PCT/JP2005/003558 



Pa ge 29 of 160 



10 



"27 

• • • (Sfc*4) 

£fc, TK«^J ftl 0 0 0. 0ffe5rt^fU\ TR®^ ( i , 
j ) J ft, i£t«fft© i # S ©J^£ y # V K© j # 1 ©^^^©V a n 
d e r. Waa 1 s^©fPi:t5o 

^T©^5^-ri§|gi[ ru«f^j SrJBv^s. fcfdu w (i) fto~i 

©«sa©^ti:-r5o 

M N 



* (i. j) =w (i) * K«2? * (R«! (i, j) -R) 2 

• • • (1^5) 

Mftm$mtiL<DJ%*<0%il~?3b *) > Nfty#^ K©j^©gfcT*ife>£„ £fc, l"K 

ttiooo. otfcsri:«u\ trw^ (i, j) j ft* ^Si±«p 

15 $L(D imntom^k V K© j #l©^ ; etU- : en©Va n der Waa 
1 s^©fp£-f ' 

rBM^ac*^— j tU, JJ4T©»S:-6.lci*-rH»:Srfllv>T?ESS-r5 

20 Ev=w(hard shape region), 
E = 0 (soft shape region) . 

• • • (#5fc6) 

r m?, Th a r d shape region] ft, ? > W<OtL.fcW&. 
4 1 , i^^f^/h^gR^©;! ££r3f U r S oft shape regio 
25 n J ft, t&B^Wj©* f V ^£E#© r £ «r*g-f 0 * fc, Wft»-C lOOt'fcSI 
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10 *fc, *mm^£th^ (1) ^V^^SOJE^-^^^fbT, f§M^^ 

K^tmmm^^^-^^m^x^mm^mm^tdm^mt^fT^\ mm. 
mm 9 >^ ? wmMf- 9 &m$i u % < 2 > s *ufc#3£3£f b& * > ^ * sc 

y^f^Ki:fi^*>*S:fT525ra^Sr^U (3) IfcfeZft 
15 fc*»e-bfc»frOffiSf^fflH«[SrtWU (4) tf»$^*a2f^fflM«fctc3E 
7 1/^> if y < S^ft'J^ 7V^>t'!jf-f LT , I n du 

c e d - f i t Wv&mf-9^9 WiOkk^r^ V tf> K&»JM&te*»& J; < as 

r. £ S„ in si 1 ico;'7M) — —Z'Jf.K&^XI'Z, 9 

9&k.V K £ ©+B2^l!:»*«l«3j$^*3fiB^^^ 0 5^ i: 5 T 
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29 

5 ^f»^$aW'>a Vlcaawrtt, g^^w^ 

20 * kVXm^Z>Z.kkVtc 0 XoX, tt&mz.£frt£ s Z 5 Lfc 

25 ;6$-e#5o 

iHboift,. «8WR:J:nfl^*to'i n. s i 1 i,c d 
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0~b *-°im\z. Lfco 

5 silico screening" (C^f^RTfg b U flS3l$r&5Mfe Bfcfcffl 

y^P-V^ife^ttiMta^/^^— ^ van del waal s5, SbKltty 
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10 ^LTV^ 0 

w ( y f) &fHffi u 5i5t-r5 y vmmmu loot y # >- ksc^wh 

• 15 i^xmrn^m^m ltm £ *vc v^ 0 

M7— ^ 3 0 cm, y#^ h*%&mBWi 0. 0 i^$p^^x^2 0 0 

xfi^(Dttmmmzj:vMi&isX'b£\'\ *fc, «->xrA2 o o<D&mifeti, 

25 ^y^f A 2 0 0 ©/n- F ^x7M^©C P U,f ^^Sf ^ ^ ygf , 

* 
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• y \mmmm looa, mmm^ ' y vmmmm 1 o o 

10 6 \d&$h £ fbZ&m^T*—? 7 ><;V ( y tf'ls 

10 FMlx-*^— * 10 6a~D^fy KfHffiSi&fP^ 7^H06f) fi, H^T* 

c^e>iEit§p 106 co#«^m© 5 1>> y # v vmm j ?—*'<—x 1 o 6 a 
tt, y^^KM^7 s ~^^Mi-5y^VFiM^7 :!, --^M^-efc5o 
15 ^ Kj^gfx-* * 1 o 6 b fi, * WMUt*-* 5 ^ ? K 

• %m®.xhz> 0 m^m^T^^i 0 6di^ a»t5aw^j|ji»i 02b 

s^^icn-^m^T-r^i o6eii, &ft-tz>ft^.immmYni%i 02c 

nw^^m^xh^o y KfRffi^m^ r-f ^ io6ftt, miz&i-s y # 
^ kim 1 0 2 a id £ <9 wffiztitc y K©fw^m}cii-r2.'it$B^M-r 

7300 (&titejv~?m<Dmmmw.) k<Dmfc&vzm<mm&n?o 
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fgiJfpgBl 0 2 «\ .OS • (Op erat. ing System) lg<Dfflfflzfv 7 

w^mbsbit*— *3»&sbi 0 2 a ggiw^jgjeasi 
15 rtb-feflswww 1 0 2 <z>4Mftj«£*<z> 5 w&mm.* wnamf—vm 

• 102blt Wltmklk* mm 102atit)l 

*|E^fflB8»fHHW 1020^ ^m^49£A 1 0 2 b fc: J; t) &5£3;h,fc£M 

25 ^HSfcth#$p 102c iin HteaH-J: 5 fc> IISI^SMif^ l 
02c'li:, >t=BS^^^-*51^i 0 2.c2i;' 6fc>£A/-?«*J&£ ' 
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0 2 c 2 ffiJLf^ffiliSdftii'flsSB 1 0 2 c 1 K «fc 9*B2f^ffliB*:4r*3i 

mum ii6 ^{cm t), y io2dii, ^f&8Hftti-JH& 1 o . 

K^fF#i~5 V tf> KSW3Mfc-efc*o r. r-e, y VWffiM i0 2dit H 
1 1 8 m{£^i~J; 5 WfPfffi^Bl 0 2 d l ^r^ ?>lC"g-Ay"C#j^^ti/TV^^) 0 # 
10 fffflfiffi I02dlll ftE.ftm^*s\'*f—&MttM I02c2ia!) Lfc 

ft, ffiSlfftiHtttf-JHHSl 0 2c ftSfftBISgctfdSSP 102cKJ;9 

MO-WroV^ v fll 5 0&£*£#j&LTf^^lfc$^& o mi 1.5HI4, 

20 mn 5i^itt, ^w^«s:#«5ti^5i-a-^fijfflufcy 

*1\ y # > K855S^« loos, tuo^p 102 ©«tat!i j: 15 > 3 &jmm& 
y tf^ Kj^f7*— *^<— * 106a fc&j&frf-s (*-r ^t°s 0) „ n r-e, y # 



WO0506361 6 A1 (file:/Mdcwas03\nrmdala\lp\FolevPat\PalentDocuinenls\WO0508361 6A1 .cpcl Page 37 of 160 

WO 2005/083616 PCT/JP2005/003558 

'35 ' 

igfcs y^>Ki$If 10 0(4, i!«10 2©«ilia9, ^yZfS 
5E081) &A#U IBftSPl 0 eo^W^effilRf*-^^— ^1.0 6 bic*&^ 

b p v?-*f y v ^stff-emfc u fc3t#«it^^ srffl v > 5 n £ UV \ 

10 2 a©4tQ.3lfc:J:0; xT-yzfS l 0 <£ VWRZtbt&m? ^"*9'&<dW£ 
10 S 2 0) o ^flqftfcitt, £i\ *^s^S i 0T?j£&k*i,fc8lto* w^lfwfb 

1eo5£ (i).£fc«5£ (2) -efcs. ft*5, s^^ft^^P^(-ov>T^ 

rw i l.s o n, E-. B. , Dec i u s , J . C . , and C r o s . s , P . 
C. 1955. Molecular Vibration. McGra 
20 w-H i 1 1. J Kl!2«c£*vrv^ 0 

... (i) 

TUA = VU 

25 * ' * (2) 

A e = *>,s r y*Tu = (<?„) . r . 
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36 



10 



15 



20 



25 



i^-VfcBB«U TiE<£>5£ (3) *5j;ttfi£ (4) Oii?)-C&5. 

1 

E k =-i:T iJ q i q j 
2 i - j 



(3) 



/ V 2 
' 3.8 



i,/(>i + 2) 



r v 
' 3.8 1 



(4) 



rrt, q,ttS»©i*Sfc*fj56:b^ja£«(-C*>*o q,' (5fc (3) 

Tie©^ (5) ©iio-efcSo 



• (5) 



<2 fc =a k cos(<^r+£ fc ) 
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5 ■g.fc, XTyZf S 2.0 it$3\,^X, 9 Z/s*?'g.<DWtf!h^Wi*&i~'**7 /■ — 9 ^T— 

^KOStflcWf3tffi*^e>tfl|L$^*. ft*3 v h^^Tirb-Cfi, DSSP, 
STR I DEH^tU^, as*ttte»4^^"«^fC©^R©toC^i:^c*IS 
. ^7-y^bWJ$n5^^v^J;v\ r rpssp (Diet 

10 ionary of protein seco n d ary structur 
e of protein) J fctt, PDBf ^^T-fMrA^^z-f U 

t *fltt 5 V7h!>x7T?j!>5.DSSP ©ff »tt^ TKabsch.W. & 
Sander, C. (1983) Dictionary of prot 

15 ein - secondary structure:pattern reco 
gnition of hydrogen — bonded and geome 
trical features. Biopol.imers, 2 2:257 
7- 2 6.3 7J fclfB«&*VCl v 5 0 FSTRIDE (Prot e.i n s 

econdary^structure assignment from a 

20 tomic coordinate) J itt, PDBfS;©77^^A^77 

hk&mfel-ZV? h!?x7-e&5„ STRIDEOW, TF r i s 
hman, D & Argos, P. (1 9 9 5) Knowledge — b 
ased secondary structure assignment. 
25 Proteins: .structure, function and g 

enetics,. 2 3, 5 6 6 - 5 7;S »j KtSMZtlXy^Z. ■' 
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• 15 ^x^t^m^y^w^^^^^tvxm^ti^mti^nn^ 

0 fr?ir7S 3 0) „ 

iALji©g^loil^^^ 5 ^PR I COTCYo n e .d a S 
& Umeyama H. ' (199 2) Free energy pe 
20 rturbation calculations on multiple 

mutation bases J. Chem. Phys. 9 7, 67 
3 0-6 7 3 6] ^rfflV>T*/Nk (&# : MM 3 00K, §:^©^®^b7X^ 
^*©2^@Bm-C*#-5^7XW> : AMBER [S. J. We in 

er, P. A. Kollman, D. A. Case, U. C. Si 
25 ngh, C. Ghi.o, G. Alagona, S. Prof eta, 
&, P. We i n e r (1 9 8 4;) A. n e w ..force fie 
Id. for mole c u lar mechanical simulati 



WO05083616A1 Kile:/A\dcwas03\firmdata\lp\FolevPal\PatentDocuments\WO0S083616A1.cpcl 



Page 41 of 160 



WO .2005/083616 PCT/JP2005/003558 

39 

on of nucleic acids and proteins J. 

Am. Chem. Soc. 106, 765-784]) %ffo 0 

U&fit = K-fftg * R. 2 
5 • • • ♦ (6) 

rK$:sj nm*-m oo. oiu RtzmmmMfrt><D-rti£-rz> 0 

o*flE, APRICOT^ TflBOSC7H:*i--Bff^ttD*C^^— TUZ.® 
£j SriAtT, ft/Mb Lfc^ftWMDfhJfL (^ft:il3 0 0K, 
• *BSj&* b*^***Hft 2 ^te«T?# SffiJlfcWf , : AMB E R) Srfr 5 c 

10 

U~®£ = K-ffi^ * (0-0«) 2 

• • • (7) 

BiZ—VS-ft 0£(£r a d) T?fe-5o I"K— i£f^ 

' D©3fe*&3fil 0 0 f s e c rt©s^*fife^fc>*fc#^t^!)3«at©is 
% WtffcBF $ *v x v ^ ft v > t> © £ i" * o 

lTZ>o LT, ttW.bfc^5t<D^tt^i:t;^ : r^.fcfe.{i^iI^ r m s (root 
mean, s <J u a r e')** 0 A&T©^^~ ^£^«b-T— >fr«:li!ll&. 
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5 &xm 1 1 5 m<D* 4 >-#m<DWtffl ^mv, v h^m^M 10011 &m 
m&%& 102b ©*_3iu_ct t» % w**sr© y #v Kas^awsw^ y 

y /s3o -cf^j^ ufc^safco^ t mL i ^mM&^(D 5 10.7 a s_ 
10 2) *_f©^fe-eie^«_«fra„ 

15 ) fc3k&JBS^#&3Sfc:fc3o 

1 ) s p fthatpk^Sr.^'i-*' £i-&jE=ftWfcKL? 5 _5S_fe ,(t2@ 

) o -rt£t>-h. m2m^-rxv^. s p'^m^-^mm^ (a)' 

20 i-SIE=^?|5©__v^v>S^WJ:^5— >jc*I!S?- (B) lr^_$^5. 

' 2) s p 3 |tLmj^^«,-7K*^^^SEggi(J:fesm^, >fc*J!C^«r## 

* fc, iaH_*isefc • y # v mt-a-oftiMH; <^-c% *a 

l) ttb«fc5 i fc£JRfctt. EAiB#=RK:^— JR^^B-fe*.*^ (B3E_I) 0 f 
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•fifc^-JS^ (B) SrB^S^r^o . 
2) zfcteHu jEEffi{2MKte^HJB^&&&£*3. 

5 (2) flKl^tt*IBB«t»«:fiJffiL^W^o^ 

£fc, #m6EH8TWu y ^ K©KWaS«aBH (SAR) flHMc#BU ^ 
T<D (A) ~ (D) gCBSrA^flMR^-rsriJCiOs 2JlHU«rJft£-*-*. 
(A) SARif**»fe#feix*:jgttSMfcOlK-f- (M, TAig^J ) „ PDBf, 

io (b) rAigc^j s^fe^^ -KojR^-r^ (^t, tb^ . 

-f^J ) 0 SYBYLOMOL2»^5. 

(C) rAJJSCf-j £ TB^-f^j £<^fBMMB^3&£ rc&Sj ) „ 

(D) rAJHC^-J £ rB^-f^J t©ffi2^i-5mft (£Jl«, TDSSftJ ) ( 

15 #*5; 2jcg£S6^tBT?tt, (A) ~ (D) ©A^7*»R:£<5VnT^V^^K^© 

fiH**p<fcrt teas ^ s y"^vK©«a8jaai«rfUfflb, skt<od ~4) t^-tmaij 

1 ) r AJDS¥j K-^S fctt^Xt**©*^ ( S A Rfl*«*©?»<WMW©» 
' ^7k*»# K-?— > &J»BFF-©»aO fctt* r (1) JS^o^S^J:* 

2) rAl^f-j s p ^iSl^ (S AR*»©fitt|5fi[fi!0iS^ s p 3 

®,mm*<DW&) fete, rA^j a>e> rDS§iij ^HSr^aajBsajK:*^ 

6 0), 

25 3) TA^J ^TK^-a-T^-feT 0 ^-. (^m> T^irT"*— ) (SAR 
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• 4) Zz<D%(DW& (S ARttftOjgttll^^OS^^OttOS^ ©f^) 
8g|) o 

d-e, Jbisi) ~4) £km&9> v tf>v*<Dwmmm*u]&mfe^xh£ 

5 V\ 

#t^0 115 m<D* j is&mnmmzm t> ^ v u-y \?imm%m iooa, *bs 

10 =fyXA(DALI) [Holm, L. , & Sander, C. (l 
993) Protein Structure Comparison by 
Alignment of Distance Matrices J. M 
ol. Biol. 233, 1 2 3-1 3 8] Sr<fe9^-fflt!igfeaUfc^T© 
(1) ~ (4) jc^#&^j;i9lOS8Jffi«iy^VKi:Srfi*a-&M:*o 
15 (i) icoTb^^j y^f^K©^^^ ^ s *8fc*fJ5Si-«r. 

20 co-c, *^8ffiiiit>sLafcSrffiv^a^-r*. 

f^fflBaSfc-Cfe* S s c o r e ( i , j ) SrfrJf-rSo 
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Sscore(i, j) = £ 



ax[exp{-«-<) 2 }-/? 




ax(l -0) 



10 *K*©2IWjift&i:*b^#^fcMfc 0 feofc^fd S s c o r e ( i , j ) 

(4) (1) ~ (3) Wi«1 00 00lHl) I!)1U Sscor e 

15 (i, j ) 5 ^T*«5U ^O^Tlf#*fc£fcy;#>'K*fcD3M^ 

o#ic x y vmmmw iooit fas.^mmmtnu 102c o^s^i 

20 U ^/-?7^- ^ ^fflV^t F t ^ V/^Ii ©IMffix^V^^, 
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l) m^W£te&<D?%&j<5^?mx*mx$ s ^ri:^7>^^i-± l o. 

' 15 U*ii= U s AR + U7K*+ U3fek+ U X* U®^+ U F^$P 

If©Va n d e r Waal s ^.&m^PflffiSf£fflSggti^ 
AMB E.R 9 9 [J'.. Wang, P. Cieplak & P. . A.' K 
ollam (2000) Ho w well does a restrai 
20 ned electrostatic potential (RE S P) m 
odel perform in calculating conforma 
tional energies of organic and biolo 
g i c a 1 mo lecules? J. Comput. Chem. 21, 
1 04 9-1 0 7 4]^J:tMM3^7^-^[Ma B., Lii J. 
25 — H. , Allinger N. L. (2000) Molecular p 

olarizabi.lities and'; in.du.ced/ dipole m 

* ■ ■ • - •• 

oment.s in mo.lecular mechanics" J. Com 
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put. Chem. 2 1, 813-825] £r##Kl bfc„ 

(a) s ARmm^mi-z^^-mm ru SAR j 

5 . 1=1 

<J> (i) =K SAR (i) * (R sar (i) -R) 2 ~5 

Nr±SARffir«©8rc*>«9, Rte rAJS^j a>£> V tf> VWnWS&mi&tt 

■ X'<DWm-?2b V . K BAR (i> rc3££j T?fc«3..R SAR (i) IJiS 

(b) TK^^fcH-rs^^-wasc ru7K*j 

Mtt, tf> (i) *^m--tZ>&?Kjmr$rZ> a ^9 0^*3V^. AttF 

20 (i) k^-~ m^F-a* s p s wmm^ ^tcnfrmfefrft 0&+30. o° 



IfR>R 7 ^ 0(0- (R _ R ^ (i)+1 . 0 ) 
Else, 0(i) = - 



K **© 



25 



(R^6)-R+1.0) 

( 2) '^Rl^l 0 tfS± 3 0 . -0° fiJLk<0 i '# . 
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IfR>R^ 

E1Se ' * (i)= -(R* s a)-R + l.O)*0 

5 

JJjW^SStTCfc 9 > TktK^ (i) J RXf rRTK* (I) J ttW^W^r-iH: 

10 EHtfflffc (ALA, CYS, PHE, I LE, LEU. MET, PRO. VA 

L, TRP, TYR©ii„ fcfcU TYR©7j<m»»<) tf> V (Jft 



15 



M N 

j7 Rj(t =zz</>Gj) 



If R > R BjK G.j), ^)=- (R _^t 1 . 0) 
Else.' c/j(i,j) — -K^ 7N (i,j) 

L#£fC^-©ifc-<:& «9 x rKSfcdc ( i , j ) J RTfi TRj^tK ( i , 
(d) *#y**y^*fls*t— mW TUX*?**?! 
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* >b®m& i ' , j msommmMh y> z^mmmm-tz v #y 
^zr tvtzkz, z i r j = e j. J% z i* i'j = e zi i* j ' = 
e, r , zi' i j * =e , j. znmis mi om ? e I .,t0 IJ ^^9 O . 
o° ±io. o° rR5t#j i re^#j ir*fe^©^fticj: 9#n£b 

T</> (i, j) ^tf^-t-SJ; p^^So f&l Oia^^T, i' ttSttSBffi 
M N 

I f R&Jf< 0. 0, 

0 (i, j) =-K^^^^rV^ (i, j) * R#fc#?. 
Else, 

0 (i, j) =-YL^^v^iT (i, j) * 0£E||. 

15 R*#=l. 0- (R^^y^V^ (i, j) -R) 2 
0 £t^= I 1 • 0-0 | 

J&^SJPK^ifc-Cfc ^ rK^^j/^r^^ (i, j) J TRXfy**? ( 

R^j^-r?fc«9. ©tie ,. i 0 ,,. m^v^re^sft/Nzi^s^STffcSo 
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• £ fix v > s> mmm*-Rxt3zmM z £<Dfr<?> i # § ©m^y- ty^K©j# 

BOJDR^io|R^ME«R*sfrftElB Tr®^ ( i , j ) J Wl*J©£#s * ( i , 

M N 

5 

<*> (i, j) =K«^ * (R«3? (i, j) -R) 2 

10 j ) j wssttswfc© i # @ ©iisff- t y v k© j # s ©j^^aveax© v an a 

er Waa 1 s^©?Pit5. 

SXTVT&^-fMm ru»^j &JBV^ 0 fcfcU w (i) f40~l©f£ 

4> (i, j) =w (i) * K«35 * (R«3S (i, j) -R) 2 

Mfi?£teME©is^©ir?&!9. N«y tf> k©j^f-©$c-?$>5o tk 

20 W$Z1 1410 0-0. OT?fc5ri^»*U\ Tr«^ (i, j) j ttfgHfe*Mfi[ 
© i#S©H^-£y;#VK© j #B©JgH^£iVe*V©V a n der Waal 

(f) !J #V KftSB^JM^— rurtffij 

25 r^-g^ (i) j £ N yxfvKrt»^jw«KK^jahaiit>ai!rt' 
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(i) =K^«* {1 0 0 0. 0 * (Rft-^S (i) -R,) } 2 
*«f£ (i, i) =K«^*. (RIW-R,) 2 

5 

L ttlartsTOfciBr^©*-?*) ^ Mtt y # V KOJK^afcTfc *> „ N r* i # B <^ 

io mvmt-tz. 

mxm 1 1 5 m<o* 4 >%m<DW% ^mv, y # v k«s#§£* 100^ ^is 
ftmmwffi-&u 102c <D%mK£ »k xf^sso -e^#> b^fc y Ktc 

^LT, y KHf"-^ o 3 y 7t ^ -v' 3 v?:^:^ < ^HjLT> xT-yT' 
S 5 oa>£>??;*.*— h£r?rV\ ^y/S 6 OS^lfcO^UTJKS'fbSrJlftOag 

©ifiS*\ 0!ft.f2 5 0 0 0 leUR 9 M Vft 0 o 
25 furtlffj *Wr&\s<£<Dm&W%-\£s 0 0. 0^±©i#tt> *p&<DttM 

o§^c, y ^f>'Kaa|8lEjt 10 011, ftXflsfflHSfctf-aias l 0 2 c J; 
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5 otic, y # > KftXSfti looii, IHMS 102 oiaafc J: t) , ^fy/s 
10 o|*i^ y # ^ KjflSKKS 10 0ft, y # ^ KfFW 1 0 2 d J; 9 , 
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* y # ^ fmi iooii £ti&, &n<o^ttttw&m<D* >^9 

vttim&mw&m^x&m 9 i/s<9mtm<omm*i&&^tz.i&&<nte&ftR 
mm&fem u mmz. «t o x$m 9 ^9 mtu&Tzmmz =* ^ 

10. *fc, y wsif^g 1 0 oicitvr^, «ES^ r w<^jrto&&^-ay^>'K 

&m#L-tZ>mz- (0) ~ (8) ic^Ufc— 5t©^oaSr^g»*^:tt^S!i«HJ:fT5o 

15 (1) sta-a-^^^^^^^^^w^^m^-rso 

(2) (0) x'ii^Cfcy^f^K^oji^-i (1) xmfevti&m&bv^T*: 

(3) g,T : ©737S«core (i, j ) &ttMTZ> 0 



20 




X 

Sscore(i, j) = £ 



ax(l -/?) 



25 
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• !3 fcofct^lJl S score ( i j ) ZM^mtTZK- 

(4) (3) <DX=iT&m:iz\z.ti:Z>£ oK^m*** 

(5) (4) ^mtefot>ttytfzsVKttvx*>s*?&k<Dft&fem^*^ 

(6) j) ify K©3y7t^-^ 3 y^Ki^ix, (2) frbW**— h 

(7) (i) ~ (6) &T-<Dmn& (o) x-mMvtLmm^m^tm^mm^Mv 

io j &#m«o 

(8) (i) ~ (7) %x-(omu^ (o) x mm ^iLfc-grmy*- 
x<dv^^ hiz.n ut^tv \ \K^m f—? ^<-x fa* >s*? w t m^-t 

■ 15 9^-^^x^mmm^t^immmm^^wjtimm^m^m^xnmi- 
20 * fc. y # v k&$3£S ioo itttf> y # > k £ * st £ 
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5 [H»Jl] 
10 iS^bfeo 

20 0 f s e c r^^^#^M^Wfc«^^^^^OT#5tO^^ 
<DW&fe&P<M-i''Z>tl#)\t > rms (root mean- square 
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3im<Dm&)m&&&ZZ.£hB&)tVtL 0 ^(Df^ib. rms(root mea 
n square) ^^^t^\t, M'ttSMti-fctt S^iHR^ (N. C a % 

10 TK-®^j ©S^^*/hffi> *5J:t/^7^^ y y^t©ai /5tt, NM 

RT?flP«f*tl/fc«3e©^t: Kn£tt&7GlKK (DHFR, PDB code:l 
LUD) ©MODE L 1 W»S?iiW§W^TV^, * 

-.15 ^9^yV.j/*"C s ffofc 0 #33, 1LUD (MODEL 1) ^*tbTV>fc3J 

MD{*0~0. lnseclT'O^Mffllfc. irt, MDt©M 

©i/Hti Wi±o^f> loo of-e (i o o ^i) ©Mu J ^ 

• \Z.&\^X&SkcL\*0%t>*1b 9 0%*T* (10%ri) jafcfl'ttNMRf 
20 3i¥*&fitr ms £#%fc.O. 1 Ad»g> 0. ' 6 AST? (0. lA^t) ©tl^ 
LTS^fllftipfTo X, 1 L U D fc&tt 5 NMRHiat-r^T £ Jfci£-r * £ t \Z X K) , 

MKW&W-^iW.^i^^btc.o PDB (the Protein Data Ban 
25 k) ©NMR#*3i!W>5*>* §WWW^fT?fc!)IolO©.PDB77 

f KSrStf.l 1 7^&^fc:J^f^<&NMR*3t¥*&te r m s r t 



WO0508361 6A1 ftile:/A\dcwas03\firmdata\lp\FolevPat\PatentDocuments\WO0508361 6A1 xpcl Page 57 of 160 

WO 2005/083616 PCT/JP2005/003558 

' 55 

g^#3lS£^t£«£/£«L7t 0 ^rb-C, MODEL l^(DWt^^X, 
MODEL l^ttMii^.rms^r^-etl/**^ _f)WO¥^rms^ 

_PDB77-f/Hi7 1«Si^7 l c I1 ^LT, 7 lli«rms 
sp^bbfc^t^NMR^W'fffr m s £ Lfc„ roi M-Ut#btlfcNMR 
• W^Irmsft.O. 6 2 b &-ofc„ . 

io rK-®^j <Dmwt£M;j<:mtm'bm<D&:fe, ^xw^^^.v^^^n^ 

1 LUDWi2 4Si(DMODEL^I:iltfe^ ^fc^ifctfll 1 TOMO 
DEL 1 ^^^L7t<^-e> ^tt^^< 2 3 _MCDMODEL©?_,tt$iJ^IE«? 

' 15 &jEffim&t r m s £ff-3¥ Lfc_ &*3, f+3£ Ifcrms c^^T**/>C0 r m s £ T 
RMSft/>J _L, #^#:»W#^^9^^-^M#e>tU7c TRMSift/JM <D 

■ mi lWiKl LUD©MODE L 1 (CfcltSSMWf^^'U H.2 
20 Hk ^1 3Hk ^1 5E_~tf,l smfc^^T b/<7* — ? b<Dik$Z(D%ggz$:^;ls 
fee (^feA) , <*> GirfeB) cD@b#^^:_:^<_f^L 

fc 0 3§k#^o. o^i__v>m^^tij^^ (MD) ff3i^:^T-®^;fc,$ 
33K #-5„ */c, STR i DEfc_t6:r&«3H¥iJ^?a-^IJ (^-feD) , 

0 — h (W-feD) &«^Lfc 0 ^-feC«^MT?fe^ 0 Sgl 2_U^*5V^T, 
25 _fi2i_||||&^©5S^ «^a«7 0%^i_iv>iV>5^^Jiofe 0 L<6 i L N ffik 

#lH1jfe#J 1 8 0 a Lf__ JSS 1 3 Elk 115 1 8 _3^*5 
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•v^, *9**!> ^^«:Sro = 8 0. 6%, /5 = 0. 4A(r@^bfe 0 
T-fc5£«r£ftfc„ £ftfefliHitW>§-Si4Wu «I^WT % ^WS^o.^.-Ctt* < s 
-.Ciafi«2] 

10 ^?-ib^^fffSr2. On s e c*t?^Tofe 0 ^UT. ^^©^fiW?©* 
C a s e 1 ) 

(1 LUD ©MODEL 1) ^^^SEbfc ttlEg 

fgl 9H^B» 1 LUD©PDB77'1'>'*i^^^tV>5 2 4 W#^ 
^VflBtSrMOD-E. L 1 km&%M&<D^mtt&\,^X r m s'SrtMf U 
■^rmsSrMt^tfc, (A) 3flWi«nfea**V<> 

20 t# (B) fc*5l>T, flHWC^fil^ ©tlfflill^^f ft* r m s 

£^Lfc„ %2 OEi^iSV^Ts S-fe«NMR*it (1 1 ud) T*fc«9, li-fefSM 
DHt5t (1 1 u d) -CfoSo 
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CQf©^ 3.8903 0.2919 

±01 3.8642 0.3335 

±ft 4.447 0.1398 RMS 

CQfO)^ ' 0.6398 0.1 194 

£flft 0.6933 0.1053 

10 £ft 1-2379 0.2157 RMS 

C a s e 2) 

^L^-Cte, FAMS [Ogata K. , Urn e y a m a H. (200 
0) An automatic homology modeling me 
thod consisting of database searches 
15 and simulated annealing J. Mol. Gra 

phics Mod. 18, 2 5 8-2 7 2] K£ >?L,1tWk ( 

20 cellular retinoic acid binding prot 

ein type II (CRABP-II) (PDB code:lCBQ) 
©Xj»»3£ (SJfcfflk) WLt, gWS*V^*«K:aJ*=E-i3S?-3 2. 

l%0intestinal fatty acid binding pro 
t e i n (PDB c o d e : 1 I CM) SrSl^ 02 2 0©77'f^y^t ; t 

25 7*/M£5g£fft£b7t 0 12 30, 024HI, #2 5 HKl. XH£%rVvi:tf>«3i 

»2.3BC« N -iCBQ'©4#«Jt (Xj§§Mft5t (ffrfeA) &£tf4r7vM#i£ ( 
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— (2, 3, 4, 5, 6, 7 — hexahydro— 2, 4, 4 — trimet 
hyl— 1— me thyl ene inden — 2 — y 1) — 3— me thy 1 h 
exa-2, 4-dieno.ic a c i dOM^Uc 0 f 2.5iCfj:, 1 
5 C BQ© XMMIg. t ^T^Mt^ WtE^Sr r m s "Cfto* Lfc 

126 mn, 1 C B QOX^«5t<5DSM®J^C0^m^i-|2IX^ !), 12 
7HHil CBQ<D^^^5t©^¥JMlljWC)^^^-r[2|-efc5 0 Jg2 6^*5 
J:t/^2 7lH-e« > ~®^<f> (^feA) . </> (St-feB) ©JSfetfo^#*«r*U 

• fco #&6>^tf*0. 0 ^5aV^S'if^f-®l^.^fe (MD)' f+^Kl&V^T-ffi^jfC^ 
10 ^<^S 0 *fc, STR I DEKiS-fttl^ta-^ 1 ; (MD) , 

m2 8miaz, i cBQvxmffi&t^^mikcDft+mti^m (md) ti-3i 

(D&gkZTF bfc 0 XiH«5t©^M#:©^0iS^ £ © r m s &r3fc£>fc 0 % 2 8 HI 
C a s e 3) 

F 1 a v o d o x i n(DX^mit (P D B c o d e : 1 J 9 G) Lfc e 
*fc^ 2 9. 2 %<£> f 1 avodoxi'n (PDB 

20 code : 1 AHN) 0 2 9 HI©T V b X^=f^m^^ L 

fc„ I2 9|idlt 1 J 9 G*5£TJ*1 AHNOT7^^ ^ h£f^Lfc 0 

fJ3 oiSIKite:, l J 9 G ©Afloat (Xj§§Mftit (#-feA) *3£t^:rVM»3£ ( 
W-feB) ) £^Lfco ^3 1E1^« N 13 OilcfeltSJtfeC^^tL^felT 
flavin mononucleotide ©#5t£r^ Ufc 13 2 0^ 
25 1" J 9 G(DXmmikt^y £ ^m : ^t<Dim^ r m s T*^bfc„ . 

133 gUq* J J 9 G©X^«5t©S2p'^it)^©^m^.v 3 4 1 J ' 

9 G©^^«^©S2pm'li)«?W©^Sr^ Ufc„ ^33 0*3 J:tWI 3 4 
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•WC, ~©*S* (&€.A)\ </> GirfeB) &£^Lfco m<±>€& 

0. 0K&WZt*5rf-W)tl^m (MD) ff^(C*3VNT-®^^m«<^6o * 
fc, STRIDE [8] fcXZ-ymmmfeX-a-^V (#"feD) , j9 - 

iX-b (W&D) &^Lfc 9 ^<feC^teM:T^S 0 
5 f 3 5g]{:il 1 J.9G©X^#5ti:^x^#^©^Kj^^ (MD) fh3f 
<&5&:fc&* UfCo X^#5tO^'t4^^^^ h <D r m s £3£#>fc 0 3 5 g| 

rissv >r , Ate®mmik& xmmmxr. w^w* # u b \mmmm^ xmmm. 

10 C a s e 4) 

Matrix metal loproteinase — 8 (MMP — 8) £>X 
iHM#3g (PDB code : 1MMB) SrfUJSLfc *fc. 

0%CMMP-3 (PDB code : 1B3D) £511^ ^3 

6m<DT7^* i/hx**r7 s ^mm&ftf&vfc 0 m^emia-i, .immb^^i 

15 B 3 D;_ A GOT 9 --f^ > b&r^bfco 

IMMBOlfil (XjH#5t (^-feA) &J:XFe? s /KW& ( 
iTfeB) ) ^bfc 0 S&3 8ISHU3:. M 3 7 EKC&tt Z>m&C~?^£tlZ>VoWX~ 
fcSb a.t'ima s-t a t60#5t^Ufc o |g3 9|2!fcte,' lMMB©XH#5t 
£ ^e^VMfiis £ <£*Bit £ r m s Lfcc 

20 14 Om^filMMB^X^at^S^MKl^l^^^^ ^4 1 1 M 

V>T, H®^* (^feA) , <!> (IbfeB) <^b#^*£££^Lfc 0 
0. Ofci£.^UFfrTW)jj<¥fe (MD) fl-#^V>-C-®^t6j^ s §i<^5„ £ 
fc, STRIDE [8] KZZ-lkffi&lfeXa-^V (^feD) , J3 - 

25 v-F (iTfeD) £^.Lfc„ ^ciiWIit-^, 

$g4 2EHUi,. lMMBOX^at^^V^at©.^^^ (MD) fr# '• 
©^Sr^.Ufco- X^ltii.^tt^icoaE^^t^ r m s Sr^fc 14 2 Hi 
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-?-ffi-%#ij&&<o, cnvjmmm^^m^-mn^^, -Dammit 

C a s e 1) ~C a s e 4) K^VfakteV , We.'*? * — 9 £ri§J& bfc^^- 
Mi'J> v \ ^ <D r t tt* Mti ^*mfo U T v <» 5 fc # ^rUTU 

±m. bfc^js^^^*5tt sy^y K^^ff i o o x v s miz 

5 I n d u e e'd -.F i t §U<£>* ^v^K&JBl^Co £fc," y K©€-M^ 
• b^l oA^^coaS^^^^W^^fiir^bfcio X^#5tl§; 

tfifrfao tKDXMU £1. Onsec* T'fi 1 5 - t JC Lfc„ fcfd U 7X*J1^-^ 

C a s e 1) 

^tKnlllliTcii (DHFR) -CfeSlBZFi: lLUDitt*^^- 
25 a* i o o . o y #V K^i5- i: fcjfc 9 fet£^f££>7T^ 

M&S„ ^^-C, 1BZF (MODEL l';8) '^tUW«5tt>*C31^U, y '• 
K £ UT 2 , 4 — d i a mi no — 5— (3, 4, 5— trimethoxy — 
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•benzyl) -pyr imidi n- 1 - i um (^4 9 HI) SrJ|V\ Jsx&L 

itmmBMz&vz v Fmmmmi o o laot^ v^«/y m-a- 

fr^/VSrf^/aU iE^mit^fcSlLUD (MODEL 4) i: it^-T6 - £ 
ItfEbfc (i4 3@) 0 Sg43HHU3:, -^t Kn^^S5n^(7)ir#:«it^U 
5 fc 0 ^4 3Bl-e«, 1.LUD (MOD EL 4) ^Mfc (M&A) tV^^Y (M 
-feB) % 1BZF (MODEL 18) (D^MVf (*-feC) t V K (TfcfeD) 

m4 4HI^«, lBZF<^SWftffJ|^£^Lfc„ ^4 4|§lT-«, 
. 0 (#-feA) , </>'(f§rfeB) <DMib€<D±%£*^lstc 0 &b€&0. 0 ^CI5£V^ 
10 (S^^ib^fe (MD) ff^^joV>TZl®^^]^5i<^5 o STRI 
DE^iS-^ltit^J^a — y C^-feD) % b (If-feD) & 

5121^4 7HH£1 BZF^fflV^fc^HI^:r:®^^l^J^<D^^Lfc 0 
^4 5121^^ jE«?#5tl LUD (MODEL 4) £ © r m s Srffc^ 

15 L/c„ '14 5@i-*3V^T. Att^RJS^ B ttffiHftDS^ Cfifc^RFK T?&5 0 
^4 7 Btt, 1 B Z F (MOD E L 1 8 ) fc&tt S^ttf • P # V K^flPflf 
O^TfcS. MDff^&O. 1 n s e c *^To.;fc£#©te;£flPtlfXtfl . Q 
n s e c « Wofc* S^f«bW*3t^ 7* * V ^rteft b 

■ 1 0 0 f s e c rfcXtf'l 0 0 0 f s e c ^tTtrofct #©"l|S^|^p 

*4 6BIWc, 1LUD (MODEL 4) <fc t)#fettfc#5t«tt^ BBflt«Tf*>S „ 

&4 8 0W\" 0~1 . 0 n s e c ©^il^tl 0 0 f s e c £T£ ©-Bfc£4H3R: J: IP 
25 f^bttfc^7^^-SrffiV^ : fTofc^'i4$W& • y#>- Hatrfc-C*>"5. SirfeAtejE 
#MS3£©lLUp (MODEL 4) % • W-feB fitQBMIBS© 1 B Z F (MODEL 
18).. ateCttU ^f^K^-8-tc*3tt5*5i«^ 3S*feDttJ^#VK©jE#* 
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•3t, 7K&E tttHH**fc £S y #V h\ T?"*>S. y^/KCrmsttO. 9 6 1 

rms-eo. 2791 Cfc 1490 fcl*3V ##.^jE«?«5t ( 1 

ludcfrmodel 4) iMiii (1 b z f Omp. d e 1 1 

5 8) Sr&U efeWAjiflRft**-*-. 05OEIW\ 2, 4-diamino-5 
— (3, 4, 5— trimethoxy — benzyl)— pyrimidin 
-l-ium-C&So 1LUD©P^VK^*>5. 
C a s e.2) 

heat shock prote in 9 0 (HS P 9 0) IYER 
10 MYETIt ^a^lOO. 0 %T? y # V K^CQ^f- «fc 19 

r/Kittgel d a n amy c i n&/HV\ IE#M»^&3 1 YETtJ£|fc 
t^rfC^IEUc (15 10) , f 5 lBItt, heat shock pro 
te in 9 0©3fc#«3tTfcS„ lYETO^ (fikfiA) £ 2> K 
15 -feB) < lYER©^ (W-feC) . X'hZ> 0 

|&52g|fc:iYE R'©SM)lf©^^ U/Co rMft <t> (ttfeA) , * 

(MD) pmz&^X-&ftft^&&<ti&o t.1t, STRIDEia^i 
jUij^fa-^ (IfcfeD) % /3-->-b (#£.D) ^r^UVbo *6C 

20 tt?gtt«MfcT?fcS. 

f&5 3 0,15 5^1 YERSrffiV^^Zlffi^^^Sl^^O^^bfco 

jE##*36 1 Y E T £ © r m s L fc D A tt^fllDK^ B ttffiMHJK 

C«<£>B§H\ T?fc5 0 «5 50li, lYER(^|-t5ffiM- W^K^ 

^|t©^^fc5o MDfUlrO. lnsec*^ffToti#©g^»WRt; 

25 1. 0H8ec*Tffofri#, *fc, »^ttta^W5^*fT5i 

#tf>©*ffl&l 0 0 f s e c r i:S.TJ?l 0;0 0 f s e cZb Vff o fc £ £ GO^o '■ 
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5 4 Htt, 1 YET J: «?#P>nfc#5tettffiiHt^fc5o 

0 5 6 BWsJ: tf0 5 7 0(31 y/^ / y K^-BHfc fcjEfllfllaifc © JfclfcSr^ 

L7t„ 0 5 6BI*5j;t^SB5 7H»1 YER • y^fyK^t 0 5 6EH2, 
5 0~0. 1 n s e c Oilftl? 1 0 O f s e c r* i: ©MlU !3 ft b^fc^7 
**-£J^Tfrofc^tt» • V#> K3H«"C*><5. *&AttIE*MI*3i© l Y 
ET\ W-feBtt^^5t©l YER. #feCJ*y K3l£^fc:i3tt5*i6»3ft. 
»&Dtty#VF©IEfl?*3fe, TfcfeEtttHBUJItRliSy^^K T*fe-5 0 y 
. ^KCrmsttL 2 0 8 1^5. -.15 7 EI© y # V w £ 

10 «fc 9 m^>U(D^mm^ rmsT'O. 1619 ©1S«*S^ Cfc» I5 70tt, 
geldanamyci n^fc6 0 1YETOP #V Kl?fc5 0 
C a s e 3) 

mitogen— activated protein kinase (MA 
P k i n a s e) 1 A 9U£ 1 OUKtt^n^- 1 0 0. 0 %"C^o 

15 ^a-L-TV^y#VKa$^#<5- fcfcJ^JStta^oflfctfJMfca. 1A 
9 U&IUffittfigfciiit^ y Ki: UT 1 OUK^fc-g-*tt5 y # ^ K«rJBV\ 
E«?«5t-T?fc<5 1 OUKiftKt5r bX'tmEUfr (05 8 0) . 05 8Hlte 
m i t o g 'e n — a c t i v a -t e d protein k i n a s e <p±LWM 
•3feT«>«o 05 8HUl*5V^-C, lOUKCg^ (JgkfeA) iU^'K (#&B 
20 ) % 1A9U©SM (W-feC) iy^fVK (TK-feD) % T?fc5 0 

f 5 9^ic£$tll)^^l:^tt. <f> («&A) , 0 (^rfeB) CO 

»fe^©^C#*^Ufc. Slfe^O. OtJljav>»S^4HF»^^5fe (MD) ti-g 
m*3V^X— BiAttrtC^aiK ^5. *7t, STRIDEfciS-ftflBl^^o- 

25 5o " 

06 0 gU0 6 2 Hm IYER SrffiV^^m^ ffiA^Hl^^*** 

06 O.EIttl A9U©MDff^©5itMT*)5o 06 0 EHCjEflHSig 1 OUK©?£ 
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6 0 fg6 2@tel A9UK&tt5^tt^& • y^y^»«T'fc5, M 
Df]-^£0. 1 n s e c~&-?ft^tl£%<D&&mtir&l$l. 0 n s e c 

gtffiwti; 7 ^ ^ y ^^^ft 5 1 # o.t*a^ 1 0 0 f s 

5 e c ZkX.Xfl 0 0 0. f s e c ZtX'ftotz. t % <D%k&m$f<Dffe&'?&>Z> 0 fHffi 

10 ^6 3|§]~!g6 5BW:1 A9U • V tf^ h*fa&X~$>Z> 0 B6 3|2]f*, 0 — 0. 1 
ns ec©gfflrttl00f s ecrt©Wti^Wc^7^^~lrffl 
V^*Tofc?£ttSl$& • y^K^-Cfc&o t^AtelE^fltitOlOUK, Wfe 
B 1 A 9 U, ^F-feC y JlfV K&tl^&tt 5*5Sflt^ ^f-feD 

15 msttl. 6*1 1 2^fcofc. 5H©y^f>-K«r^***wfcfcJ:0tgi4 
^©SiJI^OrmsTfO. 187 1©W4Cfc 0 ^ 6 4 0{J1*3V^, » 
£,{2IE#Mft*l (l ouk) % ^-fe«^0»«3t (H9u) , 6-fettA3S#l3£, "C 
^6 5|2I«1 OUk6y-^fV K-X?fc5o 4 - [5-"[2- (l-.p.hen 
" yl— ethyl amino)' — pyr imidin — 4 — y 1] — 1— met 
20 hyl— 4— (3— tr i f luoromethylphenyl) — 1 H— i 
midazol— 2 — yl]— piperidine <5„ 

Casel)~Case3) iz.^-tm<9 ^ y 2f V 1 0 0 9 f^J* 

25 [H»!l4] 

. 

(F x a Srffll^jfc in s i 1- i c o Scre.enin g.^<£>J&ffi#!l) 
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• S-Cfc'S F x a <D&m&£- (116 60) «:7BV\ ^f-^^-^^^F x a 

jtfV F'r—f^—^t LTPDBf-^^i 9HX^feb7c3 6 3 3«S©y^ 
> KSrffiV^fc. J^UfclSJIiggt8lEfEV\ in silico s.qreeni 

^67 fc&Wf— lAIXi OffiSf^ffi 

ai^/V^— ©Jb^l 0 0i@^bTVN-5 o ^6 7EllC*3V^ ^ttlAIX* 

tttitix^zvtf'yF-vhv, &m*±v v^n-^r— pdb c 

. odeil^ y^y.F^lxTV^t)i©PDBcode^t 0 f6 7iir 

06 9Hfcl*bfc. 06 8Hfc*5V^, e-fettStaPfr, IfefilAIXO'J^ 
||6 7 Elf ©7^y^3 S-fijr, 3 8ft, 8 O^mi-^Tir y Wp t"T— if 

15 (w^-rs y K-cfcs. 

f7 2B*3,fctf3IS7 3H, 17 4IU*3J;tj?B7 5 gtfc^ Lfc„ 0 7 0 E)*3 £U*0 

7 1 h«9 v^-V^.3 s-ttoswts * «/ y K^-a-wtiit-cfeSo 0 

• 7 0im>T, fifeftStft:; JW&tt 1 AU J <D V tf> KtffcSo '07 1l2lri 
20 lAUJfOJI^KTW. 07 2.m&&X$%7 V=¥^3 8<Cfcfc*3 

'flteWOEfl? (IFOR) (D V Ify K-Cfc D , RMSttl. 5 0 0T?fcofc„ 07 
3Httl FORt©!J^K"efc5. 0 7 4 121*3 XXffi 7 5Htt? V*V^8 0 

25 1 K 1 MO y KT : feSo 0 7 5 B9t* 1 K 1 <D V tf> K"C 
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±t& vtzmmmm(D y # >- mm&n iooku;^ m^tetm (sar) 

~ ~ "Cfci^ severe acute respiratory syndr 
ome (SARS) CO^P iftrfflVNfc in silico screen 

. ing&sfTofco ^SJll-tty K^*^V^ 1 UK 3 .(B«0 *fcJ> 
10 3lfypmiUK4 (Bi) <3!>yxfVKJfe^«^;4r*3S^14*BMttf*i:UTfU 

fflifc. Stt«iuK4 (Bi) oyify^l^^^ioAM^ 
ufc3 6 3 3ai©y^fy KSrJBv^. fcfdu jg-a-flftiT-cf ijffl-rs^^Hj^j 

flE&^-X* — ^»0~0 . 1 n s e c Ofgfflft-Cl 0 0 f s e c rT^CO-Sr^a 
15 ^^fct^MUfc. 7*ifJl^£I^Tfl-3?Ufc 0 

J|S7 60ttSARSynf7- tfCD3iflMf it^&So 1UK4 (Bi) Ogt 
flc OHkfeA) fcJJtfVK (ffcfeB) , 1UK3 (B.4R) flTfeC) 
StfCV\5.- 

• #7 7Blfc:iUK3 (B#) ©a3WKWPWf.O«t*«r*U>t- -Bffft* («6 
20 A) , * (SftfeB) OS&f©^S^bt. ife^O. OfciEWSi?^ 
g^i^fe (MD) ff-3SR:*5V^— ffi^3i* s !a<J&So STRIDEia 
5-^#5t*JSt?a-^y y** (#-feD) N p—f—b (*"feD) £r^Ufc„ 

» 7 8 BK 1 UK 3 ©^fll^Wf Oi*Sr^ tfc. I 7 8 0tt 1 UK 3 ( 
25 Bi)-©MD 0 1UK4.(B|0 OgttlWiOrms**^Lfc.' A|i±«lg 

Cas.el) SAR4*Blf^^ 
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<b«d x^^fiitmtmmummn^h^o msom^s iuk3 cb«d 

iZiStfZ in s i 1 i c o V — — ^f^^^Lfc 

l8 10Wt lUK3^1UK4ii'SU lEffim : fet<Dit:®L%.7FVtc 0 MB 
5 m*2 5tiL-VhZ> 0 tfeA»lUK4 (B$0 „ #-feB 1 UK 3 ( 

KttJJ^yK (ASN— SER — THR — LEU— GLN) <Z>IE#M?i5i, 7k"feE 
£5 y # ^ h\ t?fe5 0 y K©rmsfi2. 5 7 2 1 T*$?ofc 0 
. lE^W^iO^tt^^^m^CO r m,s ft, M«5£T~te 1 . 0 2 4 8, *il 
10 I1T141. 079 2, X-fcot 

^8 211133 X T$%i 8 3 in silico P,? V —~^?<DMtfLl & 

^LfCo H8 3 HsRJlfii 1 Q F 4 <£> y iJ> K (C8-R) -hydantocid 
in 5' — phosphate ^r^Ufc 0 
Case2) SAR3* FfJ§^ 
15 f8 4 0{311UK3CD?Stt$|5WT?<5D^^^UfCo ^84|EI«1UK3 

fg8 5gKe:te, 1UK3 (B#!0 ilUK4 (B#!0 t©Ji^ffe^ 1 
UK 3 W*^#5i£IE#Mfi:<££ <Dit^'^ Vtc 0 . J«W:4 9 T-&6 0 ' /^Aft 
1UK4 (B$0 , W-feBtttUW*5tC0 1UK3. (B^) N ^-feCte'y m 
20 ^i-*3tt-5ft5S#^ gi^Dlil UK4©^f Fty K (ASN-SE 
R — THR— LEU — GLN) (DjEMWftk, 7jcfeE »4tHIJ»S*fc J: 3 y tf> KT~ 
-5 0 U^K©rms|j:2. 0 0 5 7 -Cfco fc c IE«?«^ti W^tt^CD^ 
jj^O r m s %)Mmi£-?n l . 0 2 4 8 % Jfcfi**3rcr± 1 . 04 6 9^ 
tc 0 

25 f 8-6@(u|l SAR 3 ^gffJe^l^Lfc i n s i 1 i co^^U-=y 

Case 3) S AR 5 # Bfflf 
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3 (BSD J:9Wfetufc«3figtt*BBafif«^B8-f-5E|-Cfc*. f8 8 0tc»4 % s 
AR5A«-eittLfci n s i 1 i c o^^V-=-^^ {^^—Zf>y 

ftlUK3 (Bi) £1UK4 (B«) £ ©JttSE3IS*Tfc*„ NBtttt 2^7?*>5 0 
i^AttlUK4 (BgO , ffeBMfl©lUK3 (B«0 , #£,CteJJ 

# v HUfrfrK:*** 3t. g^-feD (J1UK4 a>^f- K1£ U # v K (AS 

. N-SER-THR.-LEU-GLN)..©]E»«3iv zK-feE ttfHM**l£ J: 
10 #VK, -T?fc5o D^FOrmsftl. 2 5 7 8tfeofc. 

«Mt0^iUK?-0 r m s te s $!J»3#3£T?W: 1 . 0 2 4 8, JKfiflHtTWc 1.16 

2 o-efcofeo 

C a s e 4 ) U # V KJJjC^-f ^3fe©3E3E 
3! 9 0 1 UK 3 ©ffittSBt^TO^itSr^Lfc. |g90|2]telUK3 

15 (b«o xy&bnfrM&mmmmm^m-rzmx'&z* i9i», y# 
m 9 2ifcii, • iuk 3 x<D^mmm.tjmmi&i:<Dim^vr^ 0 m$ 2 m 

■ I41UK3 (Bi) ilUK4 (Bi) £ OJt«8fe*tf«>5. MWfcfi 7 7 4 fln? 
20 fe>5o ,m-feA(ilUK4 (B«0 , f feB(4|]|l»lUK3 (B0O , ffrfe 

(ASN-SER-THR-LEU-GLN) (DjEfffiffik, TK-feEtttHSfcfeSfc 
iSJI^/K, -efc6„ !J^yKOrmstt2. 52 16T^ofc. IE#Ffii5t£: 
©^laH&O^^WS^O rmsli, #J»1*3£-CW: 1 . 024 8, *5H#3f 1 . 
25 0 7 9 2-efcofc 0 

C a s e 5) S^#=@3£ " "i 



WO05083616A1 [nie:/A\dcwas03\firmdata\lp\FolevPat\PalenlDocuments\WO05083616A1.cpcl 



WO 2005/083616 



PCT/JP2005/003558 



Pag e 71 of 160 



69 

ttffi-CH^fbfe.i n s i 1 i c o ])—=■> if (s^W—Zfy b*?V 

m$ 5EU£W: % 1 UK 3 b .1 UK 4 ^l^*fc'J tf> K £ ft^^ V 
5 ^ K b <DKMi.*7F bfc. NBfttt 3 9 ftLXh Jj*C"fef* 1 UK 3 

mfett 1UK3MUK4 SrSto^t^fe V W h\ 6 y h\ 

Ca s e 1) ~Ca s e 4) «rjl,S£ % S AR^J&^VMS^ #%f^Ufc 

10 tlSft^KSS AROtt«Sr#< Ifc i n s i 1 i c o *9 V — =■ V^£rff 

T^jtflDfilSriKJ'f * r. i: T? N «*4 !J ^ K#9^V/±tt^*l/t. ^U 
T, *<Dftl6tim&bb\Z.SARtiffl&ftV&*.X in s i 1 i c o*^ y — 

15 Ca-sel) Kase5) SrjiS£ N g^#^S&l$#3g<Z>;ft"&SK: iSMUflJE 

• CIIW06] 

FMN- binding p r o t e i n|IfcWIffl^jMD^7^^ 

o^mea u&nn-r s 0 n r-e^ ^mmmmfD vtf> v&mmw 100 

^£9, 1 LUD^ONMRm^T't-M^m^SJ^^tt-^S.^^^^^ 

y yW7^- ^^^co^^c-S^^Sr^ffiEbfeo FMN-b 

25 i n d i n g p r o t.e i nONMRiil (PDB code': 1AXJ) C 

mode l i &$)Mwmiz.m/vtd 0 mmm&J k&vm#m&* ?*9yy?<o 
(tt = 8o. o% 0 = 0.. 4 A) &mfe^frzbsw-n$mMi 
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Sg9 6 mte l AX J \z.#V5=MfiftMttW)**¥QrM<D'*?* -^ftS©^ 
3Tfi!>^5flj*WJa4:^bfc. Jg9 6 mm AX J«lt5-ffi^WD^7>- 
^©^T?fc5„ A(Ci£V^^S^3T-e/jN$V\ 1 LUD©B#£|5]ilfc:— ® 

5 ft%$%.<OfkXffi. 8 0 0 N ft/JHIS 0 T*tt:&v^*«r^ UfCo 
[H»!j7] 

r. r-eii, ±&istcmmi&n<v V # ^ hWI i o o ici v) % 

\ZMVX^-^M (5 0 0) TMD^ofc£#X?fc&V^J|I:^&oTV^^ 

®^l^b^ ; SrffiV>fc^)*:R^— *«IJfc (5 0 0) (DfkfrWbtMD&fT^lto 
7 0-^1 0 8 LUDtC^tb-CfTo^^Sb^^tHf©^-?-^ 
15 ItSib^ttOJ^mSr^UfCo S&9 7M1 0 8mm LUD (MODE L 1 
) fl5MDffHf03fe*-C'fcSo ^9 7H*5i^9 8|gld:^^4^^^li : 5 L ^ * 
9 9E|j3J:t5Sgl OO0(4S»±ii^ Il.OlSfcMl 0 2 0ttjg 

■ m&xxfw 106 mnmm$m<o£m^ m 1 0 7 ei** 1 0 8 

20 ©^IR^ iJl«lt<5»fi<J^»©3IS*Sr^i _ SlT?*)5o 1LUD©PDB77^ 
fcSaft $ flX V^2 4 SSO^f/mi^rMO DELI i ?SttSWfc©£0ll5 

Z>k% (A) £&v>£:# (B) 5 0 0 Tf— j£ (C) Kl*5V>T\ 

JgttSMtO^HJS^O TOMfE&a* O-rtL^r r m s L-fc„ 
25 CvLKlfSlfi^bftV^ 1CBQ, 1 J9G, 1 MMB X 1BZF (MODE 

LI 8) „ IYER, lA9URl)!lUK;3"(Bi) tCflS LTt'Si" ffifc»6» 
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[JH«J8] 

10 01:, */JvfiI& 0 KRifeU 7^y>^ 
^ a = 80. 0%fcJ;t5j3 = l. 0A}«tt, ^mtel%!sfe#!l 2 «o 

• fco fcfcU ^#«&l&m5£>7*^}UiO~0.- 1 n s e c©$5ffi!*IT-l 0 

10 0 f s e c ^t(D-&mmX^htltL'b<D^m^-ft 0 £fc, ?£t£M^£itte, 

( i ) 1 B Z F (MOD E L 1 8 ) T\ V tf> K^(-«t 19 ^tt^te^^D^ 
15 rmstO. '2 6 8 6 £>^W3= Cfc (H 1 0 9 m) „ feVm$L±fc<D r m s "C 
i*0. 1 2 2 4 C9i!^£. CfCo D^KOrmsttO. 8 5 2 6ffeofc 0 
( i i ) 1YERT% y iS^ Vfa-a-K J: 9 ^$P^^3E^T- r m s T* 0 . 2 3 
7 6 Ofl.^^^ (# 1 1 01) o r m s 0, 0 .8 .1 6 (O 

■ ff##S>£ CfCo ll^FOrm'siiO. 7 2 4 6 "Cfc-ofco 
20 (i i i) 1A9UT% y J: 9 ^tt^fa^i^^- r m s T?0 . 2 

15 0 <£>ftW£Cfc (*1HB) = m®M$Ll£fc(D r m s "CftO . 0 4 6 4 
(DWMtf£iCfe 0 DifyK^rmsl'iO. 94 6 4Tfcofc 0 

fcfcc, astertin^?*^ if&}*®w\M&. ft&nmmmm* ^m&tejEmv 
#vf> 7K-fe«*5iy^vF, -e&£o 

25 ^10 9ia~Ml 1 imX-?Fir£ofc s ^£#/&Wc£oTV^'<£>> -^kttfc 

[3Hifc0!J 9 .] 
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CCTft DHFR©1BZFW1 L UDf* V K©iBr£«l5fc& s iHTV , »S 

-Slif I L 1 B Z F © ]J y K©H^f ^ffo fc. [^Xi&s .-®Wffi7&te 

5 1BZF (MODEL 1 8) SrtefflU 0~0. In s ecttOftiBi!)^ 
& Lfc * 5 * * — Lfc 0 

mn 2mia-±. iBZF<Dm&^ft\z&vz&mmfe*^vit 0 mi 12 

10 113@fcOTll4l(41BZF (MODEL18) ©JJ^Kte^ftfO 
S„ 

( i ) *5frffe; Lfc £ £ ©SSWc tiWMW&irmSR bfc 0 y^/KOrmsttO. 
8 8 8 4 Tfco fc (11130) . 

(ii) trimetrexate, 1BZF (MODEL 1 8) <D V K"T? 
15 fc£ (»114BI) o 
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73 



« * c i i 



±IBflBW'ft5« 9 9 WSm^-9 mR&9az.XT&R £ ftfc_hfaaKt3£flrife 
10 2BMMftfe¥3Lb. 

• W"JM^«U Wt^K-^tS score ( i , j ) Sr/B^T_£?B*I5ftMB 
20 HSfcS:t)-||[-rs^i:^«N»i:-t-sy^K«^ifio 




X 
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